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REMARKS/ARGUMENTS 

Claims 1, 5, 6, 8, 10, 13, and 14 are pending in the Application. Claims 1, 5, 8, and 
10 are currently amended. Claim 6 was previously presented. Claims 13 and 14 are new. 

Currently amended Claim 1 incorporates all the limitations of canceled Claim 3. 
Support therefore is found in original Claim 3. The temperature range at which the sulphuric 
acid is added to the 2-propanol solution in currently amended Claim 1 is found in Example 1 
on pages 4-5 of the Specification. The temperature range at which the sulphuric acid is added 
to the n-butyl acetate solution in currently amended Claim 1 is found in Examples 5 and 6 on 
pages 6-7 of the Specification. The stirring temperature range of -5 to 15°C in currently 
amended Claim 1 is found in the Specification at page 3, lines 17-18. 

Currently amended Claim 5 now depends from Claim 1 . Currently amended Claim 8 
deletes the phrase "by adding 1.1 to 1.5 equivalent of sulphuric acid to the solution/' Support 
for currently amended Claim 10 is found in the Specification at page 3, lines 17-18, and 
Examples 5 and 6. 

New Claim 14 is limited to the 2-propanol solvent and supported by original Claim 3, 
the Specification at page 3, lines 17-18, and Example 1. New Claim 13 is limited to the n- 
butyl acetate solvent and supported by Examples 5 and 6 on pages 6 and 7 of the 
Specification. The Examiner will note that Example 5 adds 1.5 equivalent of sulphuric acid 
and Example 6 adds 1.1 equivalent of sulphuric acid to the solvent solution. Moreover, 
Examples 5 and 6 stir the mixture at a temperature from 10 to 24°C. 

No new matter is added. 

Rejection of Claim 8 under 35 U.S.C. 1 12, 1 st If 

Previously Presented Claim 8 was rejected under 35 U.S.C 112, 1 st % because the 
Examiner finds that the phrase "adding 1.1 to 1.5 equivalent of sulphuric acid to the solution" 
is new matter, at least when 2-propanol is the solvent. Office Action dated May 21 , 2009 
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(OA), page 2, T|2. The limitation has been deleted from Claim 8. However, since the 
Examiner did not reject previously presented Claim 10 which depends on Claim 8 for new 
matter, and the addition of LI to 1 .5 equivalent of sulphuric acid to the solution is supported 
by Examples 5 and 6 wherein the solvent is n-butyl acetate, new method Claim 13 properly 
comprises adding 1.1 to 1.5 equivalent of concentrated sulphuric acid at 0 to +5°C, and then 
stirring the mixture at a temperature from 10 and 24°C as described in Examples 5 and 6 on 
pages 6-7 of the Specification. Accordingly, the rejection of Claim 8 under 35 U.S.C 112, 1 st 
K, should now be moot. 

Rejection of Claims L 3, 5-6, 8 and 10 under 35 U.S.C, 1 12. 1 st If 

Previously presented Claims 1, 5, 6, 8 and 10 were rejected under 35 U.S.C. 1 12, 1 st % 
for non-compliance with its enablement requirement for the full scope of the methods 
previously claimed (OA, p. 2, 1J3). Because the claims as currently amended are now 
commensurate in scope with the general teaching in the Specification and Examples 1-6 in 
support thereof, the Examiner's rejections of Applicant's previous presented process claims 
as not supported by an enabling disclosure for their full scope should be withdrawn. 

Applicant appreciates the Examiner's comments and recommendations for amending 

the claims for compliance with the enablement requirement of Section 1 12. Basically, in 

light of the art-recognized unpredictability of recovering specific polymorphs by processes 

outside the scope of the working examples, the Examiner concluded that Applicant's 

Specification would not have enabled persons having ordinary skill in the art to make and use 

claimed processes which are not reasonably commensurate in scope with solvents, steps, and 

temperatures employed in the Specification's working examples. Accordingly, the Examiner 

stated (OA, pp. 3-4, bridging U): 

The instant specification provided processes] for making form I with exactly 
the steps and conditions of the instant examples 1-6, i.e. dissolving clopidogrel free 
base in 2-propanol or n-butylacetat [sic], adding 0.6-1.1 equivalent concentrated 
sulphuric acid at 0 to -5° C or 0 to +5°C, [and] stirring the mixture at -5°C and 15°C. 
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The final . . . temperature can be higher (i.e. 20-24°C) when n-butylacetate was used 
but the process of 2-propanol are [sic] operable exclusively under "cooling" 
temperature (none room temperature). In addition, the cooling temperature and the 
slow elevation of temperature to between 10-15°C is the critical step for obtaining the 
product with the disclosed physical properties. 

While most of the Examiner's findings are supported by Applicant's Specification, it 

is important to note that Applicant's Examples 1 and 4 do not show that "the slow elevation 

of temperature to between 10-15°C is the critical step for obtaining the product with the 

disclosed physical properties." Id. To the contrary, Example 1 instructs (Spec. pp. 4-5): 

The mixture is stirred at the above stated temperature [0 to -5°C] for 2.5 hours, 
whereby in about 1 hour the look of the separated crystalline phase changes as it 
gradually passes into solution. The temperature of the mixture is increased to 10°C 
and it is inoculated with Form I crystals again .... The mixture is stirred until the 
crystalline phase separates at a temperature between 10 and 15°C for 1.5 to 2 hours, 
and then at -5°C for 8 hours. The product is filtered off .... 

Similarly, Example 4 instructs (Spec, pp. 5-6): 

The mixture is stirred at the above stated temperature [0°C] for 2.5 hours, whereby in 
about 1 hour the look of the separated crystalline phase changes as it gradually passes 
into solution. The temperature of the mixture is increased to 10°C and it is inoculated 
with Form I crystals again .... The mixture is stirred until the crystalline phase 
separates at the temperature of 10°C for 1.5 to 2 hours, and then at -1 °C for 8 hours. 
The product is filtered off. . . . 

Applicant's currently amended Claim 1 and new Claim 14 fairly reflect the process steps and 

parameters required for manufacturing clopidogrel hydrogen sulphate in crystalline Form I 

from a 2-propanol solvent solution. Moreover, In re Angstadt, 537 F.2d 498, 504 (CCPA 

1976), instructs: 

Appellants have enabled those in the art to see that this is a real possibility .... 
Without undue experimentation or effort or expense the combinations which do not 
work will readily be discovered and, or course, nobody will use them and the claims 
do not cover them. The dissent wants appellants to make everything predictable in 
advance, which is impracticable and unreasonable. 

Applicant's Specification teaches that the processes currently claimed produce clopidogrel 

hydrogen sulphate in crystalline Form I without detectable impurity of Form II (Spec, p. 2, 

last full % and Examples 1, 4, 5, and 6). Applicant's current claims are commensurate in 
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scope with the working examples. When alleging that an applicant's specification is 

nonenabling for the full scope of the subject matter claimed, an examiner must explain why 

the specification is defective and support the allegation with evidence. See In re Marzocchi, 

439 F.2d 220, 223-224 (CCPA 1971): 

[A] . . . disclosure which contains a teaching of the manner and process of making and 
using the invention in terms which correspond in scope to those used in describing 
and defining the subject matter . . . patented must be taken as in compliance with the 
enabling requirement of . . . § 1 12 unless there is reason to doubt the objective truth of 
the statements contained therein which must be relied on for enabling support. 



[I]t is incumbent upon [one alleging that a disclosure is nonenabling] ... to 
explain why it doubts the truth or accuracy of any statement in a supporting disclosure 
and to back up assertions of its own with acceptable evidence or reasoning .... 

Applicant's current claims are commensurate in scope with the Specification's working 

examples. The Examiner's reliance on the inconsistent melting point reported by Mukarram 

(WO 2005/012300, published February 10, 2005) to support the allegation that Applicant's 

previously claimed process is inoperable (OA, p. 3), given the fact that Applicant's melting 

points are consistent with those reported by Bousquet (U.S. Patent 6,429,210, issued August 

6, 2002) and Badore (U.S. Patent 4,847,265, issued July 11, 1989), is contrary to the greater 

weight of evidence of record and unreasonable. 

Accordingly, the Examiner should not maintain its rejections under 35 U.S. C. 112, 1 st 
% for Applicant's currently amended and new claims which not only are commensurate in 
scope with the working examples in Applicant's Specification but also report properties 
which are consistent with properties previously reported in the art by Badore and Bousquet; 
Mukarram being the sole exception. 

Rejections of Claims L 5-6, 8, and 10 inder 35 U.S.C. 103 

Previously presented Claims 1, 5-6, 8, and 10 were rejected under 35 U.S.C. 103 as 
unpatentable over Badore or Bousquet in view of Lifshitz-Liron (U.S. Patent 7,074,928 B2, 
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patented July 11, 2006) and Mukarram (OA, pp. 4-5). The rejection should not be 

maintained for Applicant's currently amended and new claims. 

The Examiner finds that Badore and Bousquet disclose processes for making the 

currently claimed product having a melting point of 184°C (OA, p. 4). The Examiner finds in 

Lifshitz-Liron a teaching that the choice of the solvent selected from ketones, alcohols, esters, 

etc. and the choices in process steps, process conditions, and process parameters are critical 

for preparing not only the product produced by the process Applicant claims but also various 

other crystalline forms of clopidogrel hydrogen sulphate. The Examiner also finds that 

Mukarram suggests that the clopidogrel hydrogen sulphate said to be crystalline Form I with 

a MP of 198-200°C which was produced by the process disclosed therein (the clopidogrel 

hydrogen sulphate having crystalline Form I produced in accordance with the process 

Applicant claims has a MP of 184-1 87°C) may be precipitated from alcohol or ether "solvent 

like isopropyl alcohol, isopropyl ether, 2-butanol, etc." (Mukarram, p. 3, 1 st If after the 

formula). Accordingly, the Examiner concludes (OA, p. 5): 

One having ordinary skill in the art would be motivated to employ [a] 
variation of solvents in obtaining the same product because one has been suggested 
that similar organic solvents] would give the same product . . . that changing solvents 
is a routine choice . . . and lower alkanoyl-lower alcohol esters are common 
laboratory solvents. 

The Examiner is no doubt aware that the applied prior art must enable persons skilled 
in the art to make and use the subject matter claimed in order to establish a prima facie case 
for obviousness under 35 U.S.C. 103. In re Hoeksema, 399 F.2d 269, 274 (CCPA 1968). A 
compound is obvious under 35 U.S.C. 103 if the prior art would have placed the compound in 
the possession of the public. Id. However, considering Applicant's disclosure, which is far 
more descriptive and enabling of the process Applicant previously claimed than the combined 
teachings of Badore, Bousquet, Lifshitz-Liron, and Mukarram, the Examiner inconsistently 
argues that Applicant's disclosure would not have enabled persons having ordinary skill in 
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the art to make and use the previously claimed process with reasonable expectation of success 
without undue experimentation (OA, pp. 2-3, T[3). In light of the Examiner's comments with 
respect to Applicant's disclosure and nonenablement therein for the full scope of the subject 
matter previously claimed, it most certainly would not have been obvious for a person having 
ordinary skill in the art to make and use the processes Applicant currently claims without 
undue experimentation with reasonable expectation of success in light of the combined prior 
art. 

Moreover, Lifshitz-Liron itself provides ample evidence to support the Examiner's 
argument that the particular solvents, even particular solvents of the same general type, and 
the use of those particular solvents in combination with specific process steps with specific 
process conditions and parameters, are critical for producing the particular form of 
clopidogrel hydrogen sulphate sought to be produced and are not simply within the ordinary 
skill of the art to determine even with some motivation to do so. Moreover, as can be see by 
the differences in the melting points reported in Applicant's Specification, Badore, Bousquet, 
Lifshitz-Liron, and Mukarram for various crystalline forms of clopidogrel hydrogen sulphate, 
including crystalline form I, persons skilled in the art would not necessarily have been 
enabled to make, use, and correctly identify the particular crystalline forms in view of a 
suggestion to try using particular solvents to do so. 

In addition, Mukarram teaches (Mukarram, p. 3, first If after the formula): 

Single solvent like isopropyl alcohol, isopropyl ether, 2-butanol etc. afforded 
mixture of Form-I and Form-II as evidenced by IR and XRD values. Even using 
seeded crystals of pure Form-I in acetone afforded only . . . Form-IL 

If Mukarram cannot reasonably follow its own suggestion to make Form I with success, 

persons having ordinary skill in the art could not reasonably expect any greater success 

without undue experimentation. Applicant's Specification teaches (Spec, p. 2), "The present 

invention provides a reliable method for obtaining Form I of clopidogrel hydrogen sulphate 
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without detectable impurity of Form II." The combined prior art does not reasonably suggest 
the currently claimed process or the successful result using 2-propanol or n-butylacetate as 
the solvent. Furthermore, the Examiner's allegation that persons having ordinary skill in the 
art would have been led without any suggestion or guidance whatsoever to obtain Form I of 
clopidogrel hydrogen sulphate without detectable impurity of Form II using n-butylacetate as 
the solvent amounts to no more than an invitation to experiment. Certainly, a conclusion of 
obviousness requires a stronger case. Applicant's currently claimed processes are unobvious 
and patentable over the applied prior art. 

For the reasons stated herein, Applicant's currently amended and new claims are 
patentable over the combined prior art and in condition for allowance. Early Notice of 
Allowance is respectfully requested. 
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